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DETAILED ACTION 

1 . Applicant's election of Group IV (drawn to antibodies that bind FcyRIIb) and 
species of non-blocking antibodies that target sequence of FcyRIIb of SEQ ID NO:2 in 
the reply, filed on April 6, 2009, is acknowledged. Because applicant did not distinctly 
and specifically point out the supposed errors in the restriction requirement, the election 
has been treated as an election without traverse (MPEP § 818.03(a)). 

Claims 1-53 have been canceled. 

Claims 54-1 1 1 have been added and are pending. 

It is noted that claim 93 recites a diagnostic kit comprising antibody or CDE 
peptide. Claim 93 is considered as elected invention only to the extend of the antibody. 

Claims 54-69, 73, 74, 76, 77, 88-91, 94-105, and 107-1 1 1 have been withdrawn 
from further consideration pursuant to 37 CFR 1.142(b) as being drawn to a nonelected 
invention. 

Claims 70-72, 75, 78-87, 92, 93, and 106 are currently under consideration as they 
read on the elected invention of non-blocking antibodies that bind FcyRIIb of SEQ ID 
NO:2. 

2. Applicant's IDS, filed on May 25, 2006, is acknowledged. The IDS has not been 
considered because applicant fails to provide copies of the foreign patents and 
publications cited. Applicant is reminded that in accordance with 37 CFR 1 .98, the 
following items must be included a legible copy of (i) each foreign patent; (ii) each 
publication or that portion which caused it to be listed, other than US patents and US 
patent application publications unless required by the Office. In addition, the two Non 
Patent Literature Documents, CA and CB, listed on IDS are not in compliance with 37 
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CFR 1 .98 because the documents are not identified with publisher, author (if any), title, 
relevant pages of the publication, date, and place of publication (see 37 CFR 1.98(b)(5)). 

3. Claim 70 is objected to for being dependent upon withdrawn claim 54. For 
examination purposes, claim 70 is read as a substance that specifically binds to the 
peptide or polypeptide comprising conformationally discriminating epitope (CDE). 

4. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

5. Claims 70-72, 75, 78-87, 92, 93, and 106 are rejected under 35 U.S.C. 1 12, first 
paragraph, as failing to comply with the enablement requirement. The claim(s) contains 
subject matter which was not described in the specification in such a way as to enable one 
skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention. 

Claims 70-72, 75, 78-87, 92, 93, and 106 recite 'An antibody or fragment or 
derivative thereof ' and claims 83 and 84 recite an antibody that is a polypeptide carrying 
"one or more" CDRs as part of the invention. 

The specification does not provide sufficient guidance or working examples of 
'An antibody or fragment or derivative thereof or an antibody that is a polypeptide 
carrying less than six CDRs. 

The specification discloses methods of generating antibody by immunizing mouse 
with specific peptides from FcyRIIa or FcyRIIb. However, the specification does not 
provide any guidance regarding how to make antibody derivatives that would share the 
same function as the original antibody. It is unpredictable with respect to altering amino 
acid sequence of an antibody variable region and maintaining the antibody function. It is 
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well established in the art that the formation of an intact antigen-binding site generally 
requires the association of the complete heavy and light chain variable regions of a given 
antibody, each of which consists of three CDRs which provide the majority of the contact 
residues for the binding of the antibody to its target epitope. The amino acid sequences 
and conformations of each of the heavy and light chain CDRs are critical in maintaining 
the antigen binding specificity and affinity which is characteristic of the parent 
immunoglobulin. It is expected that all of the heavy and light chain CDRs in their proper 
order and in the context of framework sequences which maintain their required 
conformation, are required in order to produce a protein having antigen-binding function 
and that proper association of heavy and light chain variable regions is required in order 
to form functional antigen binding sites. Even minor changes in the amino acid 
sequences of the heavy and light variable regions, particularly in the CDRs, may 
dramatically affect antigen-binding function as evidenced by Rudikoff et al (PNAS 1982 
Vol 79 page 1979). Rudikoff et al. teach that the alteration of a single amino acid in the 
CDR of a phosphocholine-binding myeloma protein resulted in the loss of antigen- 
binding function. 

While there are some publications which acknowledge that CDR3 is important, 
the conformations of other CDRs as well as framework residues influence binding. 

MacCallum et al. (J. Mo I. Biol. (1996) 262, 732-745) analyzed many different 
antibodies for interactions with antigen and state that although CDR3 of the heavy and 
light chain dominate, a number of residues outside the standard CDR definitions make 
antigen contacts (see page 733, right col) and non-contacting residues within the CDRs 
coincide with residues as important in defining canonical backbone conformations (see 
page 735, left col). 

Pascalis et al. (The Journal of Immunology (2002) 169, 3076-3084) demonstrate 
that grafting of the CDRs into a human framework was performed by grafting CDR 
residues and maintaining framework residues that were deemed essential for preserving 
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the structural integrity of the antigen binding site (see page 3079, right col). Although 
abbreviated CDR residues were used in the constructs, some residues in all 6 CDRs were 
used for the constructs (see page 3080, left col.). 

The fact that not just one CDR is essential for antigen binding or maintaining the 
conformation of the antigen binding site, is underscored by Casset et al. (BBRC(2003) 
307, 198-205), which constructed a peptide mimetic of an anti-CD4 monoclonal antibody 
binding site by rational design and the peptide was designed with 27 residues formed by 
residues from 5 CDRs (see entire document). Casset et al. also states that although CDR 
H3 is at the center of most if not all antigen interactions, clearly other CDRs play an 
important role in the recognition process (page 199, left col.) and this is demonstrated in 
this work by using all CDRs except L2 and additionally using a framework residue 
located just before the H3 (see page 202, left col.). 

Vajdos et al. (JMB (2002) 320, 415-428) additionally state that antigen binding is 
primarily mediated by the CDRs more highly conserved framework segments which 
connect the CDRs are mainly involved in supporting the CDR loop conformations and in 
some cases framework residues also contact antigen (page 416, left col). 

Holm et al (Molecular Immunology (2007) 44, 1075-1084) describes the mapping 
of an anti-cytokeratin antibody where although residues in the CDR3 of the heavy chain 
were involved in antigen binding unexpectedly a residue in CDR2 of the light chain was 
also involved (abstract). 

Further, the claims encompass antibody "derivative" or antibody "part". 
However, the specification fails to disclose how to derive such antibody or antibody part 
and maintaining the binding specificity to FcyRIIb. For example, the SEQ ID NO: 9 is 
100% identical to antibody variable light chain disclosed in Frenken et al. (WO 
00/05389); however, the instant antibody binds to FcyRIIb; while the prior art antibody 
has antigen specificity to azo-dye RR6 (e.g. see page 23 and Example III on pages 32-40 
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and SEQ ID NO: 9 alignment attached to this Office Action). Similarly, the instant SEQ 
ID NO: 1 1 is 100% identical to the heavy chain variable region of the mouse monoclonal 
antibody 1 A7 that is an anti-idiotypic antibody produced with an antibody specific for 
ganglioside GD2 disclosed in Chatterjee et al. (US 2005/0287148) (e.g. see Figure 3B 
and SEQ ID NO:l 1 alignment attached to this Office Action). Therefore, the instant SEQ 
ID NOs: 9 and 1 1 must be paired together to have the claimed function of binding 
FcyRIIB. As such, the instant claims reciting only one heavy chain variable region or 
light chain variable region are not enabled to one of skill in the art because such single 
chain antibody would not have the claimed antigen specificity. 

Furthermore, a fragment of an antibody can be the heavy chain or any one of the 
constant regions (CHI -3) and also may be the hinge region. However, the language also 
reads on small amino acid sequences which are incomplete regions of the constant region 
of the antibody. There is no support in the specification for linking the variable region to 
any or all of the myriad "fragments" which are encompassed within this language. One 
of skill in the art would neither expect nor predict the appropriate functioning of the 
antibody as broadly as is claimed. It is suggested that the specific portion of the human 
constant region, which the variable region is covalently linked to, be explicitly recited 
within the claim (e.g. antigen binding fragment thereof) or this language be removed 
completely in order to obviate this rejection. 

Therefore, in view of the lack of guidance in the specification and in view of the 
discussion above one of skill in the art would be required to perform undue 
experimentation in order to practice the claimed invention 

6. The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent granted 
on an application for patent by another filed in the United States before the invention by the applicant 
for patent, except that an international application filed under the treaty defined in section 35 1(a) shall 
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have the effects for purposes of this subsection of an application filed in the United States only if the 
international application designated the United States and was published under Article 21(2) of such 
treaty in the English language. 

7. Claims 70-72, 75, 78-87, 92, 93, and 106 are rejected under 35 U.S.C. 102(e) as 
being anticipated by Koenig et al. (US Patent 7,425,620) as evidenced by the CDRs 
location of variable light region of mAbGB3 disclosed in Figure 5 of the instant 
specification. 

Koenig et al. teach a monoclonal antibody that specifically binds native human 
FcyRIIb which is endogenously expressed and present on surface of a cell with higher 
affinity than FcyRIIa (e.g. see column 9-16). Koenig et al. further teach a species of said 
antibody, 3H7, whose light chain variable region is 92.3% identical in amino acid 
sequence to the instant SEQ ID NO:5; the instant SEQ ID NO:5 shares at least the same 
CDR1 sequence to the prior art light chain variable region of 3H7 (see CDR1 location of 
the instant SEQ ID NO: 5 on Figure 5 of the specification as-filed). 

Furthermore, Koenig et al. teach: 

A) anti- FcyRIIb antibody that is IgG, IgE, IgM, or IgA (e.g. see column 16), 

B) anti- FcyRIIb antibody that is single chain, Fab fragment, F(ab)2 fragment, 
scFv fragment (e.g. see column 16), bispecific or trispecific antibody (e.g. see 
column 27), 

C) pharmaceutical composition comprising said antibody (e.g. see column 13 and 
claims 10-13), 

D) anti- FcyRIIb antibody that is modified in the Fc region for alteration of 
glycosylation or amino acid substitutions for enhanced binding affinity towards 
FcyRs (e.g. see column 32-33), 
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E) a kit comprising antibody that can be used for diagnosing autoimmune diseases 
(e.g. see columns 5-6 and 103). 

Given that the instant claims (e.g. claim 87) recite a part of the antibody sequence 
rather than full length of the variable regions, the prior art antibody that is 92.3% 
identical to the instant SEQ ID NO: 5 would read onto the instant claims. 

Moreover, given that the prior art antibody has the same structure and antigen 
specificity as the instant antibody, it would be an inherent property for the prior art 
antibody to be able to bind a CDE of FcyRIIb. 

Therefore, the reference teachings anticipate the claimed invention. 

8. No claim is allowed. 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chun Dahle whose telephone number is 571-272-8142. 
The examiner can normally be reached on 8:30-5:00. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor Ram Shukla can be reached 571- 
272-0735. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Chun Dahle/ 
Examiner, Art Unit 1644 



